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DEVICE AND METHOD FOR REDUCING
PATIENT TRANSTHORACIC IMPEDANCE
FOR THE PURPOSE OF DELIVERING A
THERAPEUTIC CURRENT

PRIORITY CLAIM/RELATED APPLICATIONS

This application 1s a continuation in part of and claims
priority under 35 USC 120 to U.S. patent application Ser. No.
12/724,269 filed on Mar. 13, 2010 and entitled “External
Defibrillator” which 1n turns claims the benefit under 35 USC
119(e) to U.S. Provisional Patent Application Ser. No.
61/161,014 filed on Mar. 17, 2009 and entitled “External
Defibrillator”, the entirely of both of which are incorporated
herein by reference.

FIELD

The disclosure relates generally to a device and method for
reducing patient transthoracic impedance for the purpose of
delivering a therapeutic current 1n any animal such as human
or non-human animal.

BACKGROUND

A primary task of the heart 1s to pump oxygenated, nutri-
ent-rich blood throughout the body. Electrical impulses gen-
erated by a portion of the heart regulate the pumping cycle.
When the electrical impulses follow a regular and consistent
pattern, the heart functions normally and the pumping of
blood 1s optimized. When the electrical impulses of the heart
are disrupted (i.e., cardiac arrhythmia), sudden cardiac arrest
may result, which inhibits the circulation of blood. As a result,
the brain and other critical organs are deprived of nutrients
and oxygen. A person experiencing sudden cardiac arrest may
suddenly lose consciousness and die shortly thereatter if left
untreated.

A well known and effective treatment for sudden cardiac
arrest or arrhythmia i1s defibrillation or cardioversion.
Defibrillation involves passing a current through the person to
shock the heart back 1nto a normal rhythm. There are a wide
variety of defibrillators. For example, implantable cardio-
verter-defibrillators (ICD) involve surgically implanting wire
coils and a generator device within a person. ICDs are typi-
cally for people at hugh risk for a cardiac arrhythmia. When a
cardiac arrhythmia 1s detected, a current 1s automatically
passed through the heart of the user with little or no interven-
tion by a third party.

Another, more common type of defibrillator 1s the auto-
mated external defibrillator (AED). Rather than being
implanted, the AED 1s an external device used by a third party
to resuscitate a person who has suifered from sudden cardiac
arrest. FIG. 1 illustrates a conventional AED 100, which
includes a base unit 102 and two pads 104. Sometimes
paddles with handles are used instead of the pads 104. The
pads 104 are connected to the base unit 102 using electrical
cables 106.

A typical protocol for using the AED 100 1s as follows.
Initially, the person who has suffered from sudden cardiac
arrest 1s placed on the floor. Clothing 1s removed to reveal the
person’s chest 108. The pads 104 are applied to appropnate
locations on the chest 108, as 1llustrated 1in FIG. 1. The elec-
trical system within the base unit 102 generates a high voltage
between the two pads 104, which delivers an electrical shock
to the person. Ideally, the shock restores a normal cardiac
rhythm. In some cases, multiple shocks are required.
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2

Although existing technologies work well, there are con-
tinuing efforts to improve the effectiveness, safety and usabil-

ity ol automatic external defibrillators. For example, 11 the
clectrical resistance of the patient can be lowered, then 1t
would be possible to have a defibrillator that requires less
power, but effectively delivers the therapeutic current to
shock the heart.

Currently the main mechamism available to reduce the
patient impedance 1s to increase the size of the electrode pads.
The larger the surface area of the electrode pads, then the
lower the patient impedance that the defibrillator faces. In
addition these electrode pads make use of conductive hydro-
gel to help ensure that as much of each electrode 1s 1n con-
ductive contact with the patient’s skin as possible.

Properties of Human Skin

Human skin is the largest organ. Aside from the function of
regulating skin temperature, the skin’s most important func-
tion 1s to serve as an elfective barrier against insult of the body
by foreign agents, such as toxic substances, micro-organisms,
and due to mechanical injury.

Skin 1s the outermost protective layer of the body. It 1s
composed of the epidermis, including the stratum corneum,
the stratum granulosum, the stratum spinosum, and the stra-
tum basale, and the dermis, containing, among other things,
the capillary layer. Below this 1s the subcutaneous fat layer.
Above the skin, and growing outward from within the skin
may be found hair, the strands of which can be up to 100
microns in thickness. Some “durable” skin layers such as
heels or calluses, can comprise a stratum corneum which 1s
from 100-150 microns thick.

The stratum corneum 1s a tough, scaly layer made of dead
cell tissue. It consists of almost laminated layers of keratin
from dead cells. It extends around 10-20 microns from the
skin surface and has no blood supply. Because of the density
of this layer of cells, moving electrical signals, electromag-
netic energy or compounds across the skin, either into or out
of the body, can be very difficult. Experiments have found the
topmost layers of the stratum corneum to be the most resis-
tant.

The epidermus 1s typically 50-150 microns 1n thickness and
the dermis, which contains the capillaries and nerve endings
1s typically 750-1500 microns in thickness. Conductivity of
the skin varies by a variety of conditions, such as age, loca-
tion, sun exposure, use of lotions, moisture level, and ambient
conditions, etc.

Removal of the stratum corneum reduces the high imped-
ance of the skin and allows better transmission and reception
of electrical signals, electromagnetic energy or biological
species mnto and from human tissues. It has also been demon-
strated that electromagnetic energy induced alterations of the
stratum corneum result 1n 1ncreased permeability to sub-
stances. Alternatively, compounds commonly referred to as
“permeation enhancers” can be used, with some success, to
penetrate the stratum cormneum. Traditional approaches
require the abrasion of skin with sand paper and brushes, the
stripping of skin with tape and toxic chemicals, the removal of
stratum corneum by laser or thermal ablation, or the punctur-
ing of skin with needles.

Thus, 1t 1s desirable to provide a better way to reduce
patient transthoracic impedance for the purpose of delivering
a therapeutic current, such as for a defibrillator or cardio-
verter, and 1t 1s to this end that the disclosure 1s directed.

BRIEF DESCRIPTION OF THE DRAWINGS

FIG. 1 diagrammatically illustrates an example of a con-
ventional external defibrillator:;
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FIGS. 2A and 2B 1illustrate a perspective view and a side
view, respectively, of a external portable defibrillator;

FIGS. 3 and 4 1llustrate embodiments of a defibrillator pad
with a microneedle array;

FI1G. 5 1llustrates an embodiment of a microneedle array;

FIG. 6 illustrates another embodiment of a microneedle
array;

FIG. 7 illustrates another embodiment of a microneedle
array with solid microneedles;

FIG. 8 illustrates another embodiment of a microneedle
array with solid pyramid shaped microneedles;

FI1G. 9 illustrates another embodiment of a microneedle
array with solid pyramid shaped microneedles;

FI1G. 10 1llustrates another embodiment of a microneedle
array with solid pyramid shaped microneedles;

FIG. 11 1llustrates another embodiment of a microneedle
array with prism microneedles;

FI1G. 12 1llustrates another embodiment of a microneedle
array with curved blade microneedles;

FIG. 13 illustrates another embodiment of a microneedle
array with C-channel microneedles;

FIG. 14 illustrates an example of a defibrillator electrode
pad/paddle with the patient-facing surface covered by a
microneedle array;

FIG. 15 illustrates an example of a defibrillator electrode
pad/paddle with an outer circumierence of 1ts patient-facing
surface covered by amicroneedle array and the center without
microneedles where electroconductive gel 1s used to sense the
ECG signals from the patient;

FIG. 16 1llustrates an example of a defibrillator electrode
pad/paddle with a majority of the patient-facing surface cov-
ered by a microneedle array and the central channels without
microneedles where electroconductive gel 1s used to sense the
ECG signals from the patient; and

FI1G. 17 1llustrates an example of a defibrillator electrode
pad/paddle with the patient-facing surface covered by a
microneedle array and regions without microneedles where
clectroconductive gel 1s used to sense the ECG signals from
the patient.

DETAILED DESCRIPTION OF ONE OR MORE
EMBODIMENTS

The disclosure 1s particularly applicable to a device and
methods for reducing patient transthoracic impedance for the
purpose ol delivering a therapeutic current 1n a defibrillator
for humans and it 1s 1n this context that the disclosure will be
described. It will be appreciated, however, that the device and
methods for reducing patient transthoracic impedance for the
purpose of delivering a therapeutic current has broader appli-
cability to any system in which 1t 1s desirable to be able to
deliver a therapeutic current and also can be used to deliver a
therapeutic current for various purposes and can be used for
both humans and animals. To understand the device and
methods for reducing patient transthoracic impedance for the
purpose of delivering a therapeutic current, an example of a
device, a defibrillator, into which the device may be 1nstalled,
1s described.

FIGS. 2A and 2B illustrate a perspective view and a side
view, respectively, ol a external portable defibrillator 200.
The defibrillator 200 1ncludes two defibrillator paddles 202a
and 2026 that are mounted over one another and directly
sealed together to form a paddle module 204. When a need
arises to defibrillate a victim of sudden cardiac arrest, the
paddles 202a and 2025 may be pulled apart, which reveals a
connecting structure 206, as seen as FIG. 2B, which physi-
cally and electrically connects the paddles. The connecting
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structure 206 may include a sheet-like portion 207 with
instructions that help a user operate the defibrillator 200.
Preferably, the paddles 2024 and 2025 are directly sealed
together with a frangible seal. That 1s, when the paddles 202a
and 2025 are first pulled apart from one another, the seal 1s
irreversibly and permanently deformed. This feature can have
several useful applications. A deformed seal helps indicate
whether the paddles 202a and 2025 have been used before,
which in turn helps indicate whether they are sterile or have
suificient power. Additionally, various events may be trig-
gered by the breaking of the seal. For example, when the seal
1s broken, one or more capacitors in the defibrillator 200 may
start charging without requiring additional input from the
user (1.e., a button or other mechanical switch need not be
separately triggered to power up the defibrillator.) Upon the
opening of the paddle module 204, personal data of the owner
of the defibrillator 200 and/or GPS data indicating the loca-
tion of the defibrillator 200 and/or unique device identifica-
tion data of the defibrillator 200 may be automatically and
wirelessly sent to a remote device or server. As a result,
emergency services, medical personnel, family members or
other important entities or individuals can be informed auto-
matically and immediately about the use of the defibrillator.
The connecting structure 206 may serve the dual purpose
of displaying usetul information as well as electrically con-
necting the paddles 2024 and 20256. In some existing AEDs,
paddles or patches are individually connected to a base unit
with cables. Instructions are typically displayed on the base
umt. The base unit and its display, however, take up consid-
crable space 1n such systems. In the illustrated embodiment,
at least some of the instructions are provided on a flexible

connecting structure 206 that 1s compressed between the
paddles 202q and 2025 when the paddle module 204 1s sealed.

When the paddle module 204 and the paddles 202aq and 2025
are pulled apart, the connecting structure 206 unfolds or
otherwise decompresses and extends between the paddles
202a and 2025b.

The connecting structure 206 1s attached to the defibrillator
paddles 202a and 2025 such that it 1s easily viewable and can
be used as an instructional tool while the user 1s operating the
defibrillator. In the 1llustrated embodiment, for example, each
defibrillator paddle 202a has a defibrillator electrode with an
clectrically conductive contact surtace 203. At the appropri-
ate time, high voltage may be applied at the contact surfaces
203 to deliver an electrical shock. Each sheet-like section 207
of the connecting structure 206 includes a top surface 209q
and an opposing bottom surface 20956. The top surface 209q
may 1nclude images, light emitting devices, light reflecting
devices, display screens, electronic display devices, etc. that
help 1nstruct the user in the proper operation of the defibril-
lator. As seen 1n FIG. 2B, when the defibrillator paddles 202qa
and 2025 are spread out and a conductive contact surfaces 203
of the paddles face downward, instructions on the top surface
209a of the connecting structure 206 tend to face upward.
Thus, a user of the defibrillator may easily reference the
connecting structure 206 for further mstructions and step-by-
step guidance while holding the defibrillators over the chest
of the victim.

In some embodiments, the portability of the defibrillator
200 may be enhanced by incorporating some or all of the
clectrical system of the defibrillator into the paddle module
204. While some implementations involve connecting the
paddle module 204 via a cable to an external power module,
various other approaches involve placing all of the capacitors
and batteries of the defibrillator 200 within the housings of the
paddles 202aq and 202b. Such designs may iree the two
paddles 202aq and 2025 from having to connect with a sepa-
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rate third device, which may help make the defibrillator 200
more convenient to carry, access and operate.

Generally, the overall volume of the defibrillator 200 1s
influenced by the capacity of its electrical system. A defibril-
lator that 1s capable of delivering more shocks and charging
the capacitors more times generally has more and/or larger
batteries. More specifically, a larger battery can typically
support a greater number of electrical shocks than a smaller
one before requiring replacement or recharging. As far as the
inventors are aware, existing AEDs have the capacity to
deliver many shocks e.g., at least 50 shocks or many more
than are typically needed to treat a single cardiac arrest vic-
tim.

As shown 1n FIG. 2B, each paddle has a set of conductive
protrusions 210 that extend out of each defibrillator paddle
202a and 20254. The conductive protrusions 210 are coupled
with the electrical system of the defibrillator 200. The elec-
trical system, which includes one or more batteries and
capacitors, may be stored within one or more of the defibril-
lator paddles 202a and 2025, as shown 1n FIG. 2A, or 1n an
external power module. The conductive protrusions 210 are
part ol the defibnillator electrode 1mn each paddle and are
arranged to optimize current flow through a sudden cardiac
arrest victim.

Generally, the conductive protrusions 210 are arranged to
press or penetrate into the skin of the victim. Such pressing or
penetration reduces the electrical resistance of the skin (e.g.,
reduces the patient transthoracic impedance for the purpose
of delivering a therapeutic current.) As a result, less voltage
needs to be generated at the conductive protrusions 210 to
ensure a current sufficient to arrest a cardiac arrhythmia in the
victim. The corresponding reduction in power requirements
for the defibrillator 200 may translate into a reduction 1n size
ol the electrical system of the defibrillator (e.g., a reduction in
the size of 1ts capacitors and/or batteries), which in turn helps
enhance the portability of the defibrillator 200. In some
embodiments, the volume of all capacitors 1n the defibrillator
200 may be limited to a total volume of approximately 400
cubic centimeters or less. In still other embodiments, the
defibrillator 200 1s arranged to apply a voltage at the defibril-
lator electrodes that 1s never 1 excess o 1400 volts during the
normal operation of the defibrillator. (In comparison, some
existing AEDs require the application of much more than
1400 volts to defibrillate a person.) The conductive protru-
sions 210 may be, in one embodiment that 1s described below,
a microneedle array.

The defibrillator may also use other methods such as elec-
troporation and/or sonophoresis to reduce patient transtho-
racic impedance for the purpose of delivering a therapeutic
current. The electroporation and/or sonophoresis character-
1stics (as described below) are assessed electronically prior to
energy delivery to the subject and those characteristics and
how they are assessed are well known 1n the art.

Electroportation

The movement of substances, electrical signals or electro-
magnetic energy transdermally or intradermally may also be
aided by a process of electroporation. Electroporation 1s typi-
cally carried out by high voltage pulses applied to a pair of
clectrodes, which are applied to a tissue surface. The electric
pulses cause the passing 1ons to perforate the tissue layer,
providing new pathways for the passage of substances, both
charged and not charged. It must be noted that electroporation
does not deliver a charged substance, but rather reduces the
resistance to passage of substances into the adjacent tissue.
Because it does not provide a needed driving force, 1t 1s

10

15

20

25

30

35

40

45

50

55

60

65

6

desirable that electroporation be combined with delivery
techniques such as 1ontophoresis or electrophoresis i order
to achieve good penetration.

It 1s known that the main impediment 1n the passage of
clectrical current through the skin 1s attributed to the dead
keratin layers of the stratum comeum (SC). These layers,
which are relatively dry, possess low electrical conductivity
and consequently inhibits the electromotive forces of the
iontophoretic device. As illustrated 1n all textbooks, because
of the high impedance of the stratum corneum, electrical
current has to pass through the deeper layers of the skin, 1.e.
the lower epidermis and the dermis, thereby, carrying active
agents 1nto the deep layers and subsequently, into the sys-
temic circulation. Thus, 1t 1s understood that improving SC
conductivity should result 1n more electrical current passing
through the SC and consequently, higher delivery of the
active electrical impulse to the target organ, in this case, the
myocardium, rather than being attenuated through the exter-
nal layers of the skin.

Electroporation, or electropermeabilization, 1s the phe-
nomenon 1n which cell membrane permeability to ions and
macromolecules 1s 1ncreased by exposing the cell to short
(microsecond to millisecond) high voltage electric field
pulses (See, for example, E. Neumann, M. Schaeffer-Ridder,
Y. Wang, P. H. Hofschneider, Gene transfer into mouse lym-
phoma cells by electroporation in high electric fields, EMBO
I11(1982)841-845). Experiments show that the application of
clectrical pulses can have several different effects on the cell
membrane, as a function of various pulse parameters; such as
amplitude, length, shape, number of repeats and intervals
between pulses. As a function of these parameters, the appli-
cation of the electrical pulse can have no effect, can have a
transient permeabilization effect known as reversible elec-
troporation or can cause permanent permeabilization known
as 1rreversible electroporation. Both, reversible and 1rrevers-
ible electroporation have important application in biotechnol-
ogy and medicine.

When electroporation 1s used to force a current flow across
different tissue layers, those with tissue layers with the higher
resistivity will be subjected to higher electric fields. Thus,
some tissue layers will be more prone to electroporation than
others. Since 1t 1s possible to reversibly electroporate some
tissues while irreversible electroporate others tissues (or burn
the tissues) because of a Joule effect, 1t will be difficult to
assess the required external voltage 1n order to have the sui-
ficient electric field at the region of interest.

A controlled electroporation system, 1n order to induce
temporary reversible electroporation of the stratum corneum
whereby the pores become enlarged and remain open for an
extended duration, the system may use high voltage pulses
(over 100V) of high frequency over a short duration. An
example 1s 8 pulses o1 730V, each of a duration of 100 micro-
seconds over a total period of 1 second. Typically pulses have
an amplitude of about 10 to 200 kV/cm and a pulse length of
one or several hundreds of picoseconds to one or several tens
or hundreds of nanoseconds.

During a simulating pulse that causes electroporation, a
large voltage exists across the biological barrier (the cell
membrane 1n the first case; the approximately 100 micron
lipid bilayer membranes of the SC 1n the case of the skin), and
a greatly diminished electrical resistance occurs across that
barrier. In many instances, the resistance returns to prepulse
values, or nearly prepulse values, comprising “reversible
clectroporation.” For the larger pulses, and for longer pulses,
artificial planar bilayer membranes exhibit irreversible break-
down, and are destroyed so that resistance across the site of
the membrane remains at a greatly diminished value. Simi-




US 9,101,778 B2

7

larly, for the larger pulses, and for longer pulses, cell mem-
branes remain 1n an open state, with a greatly diminished
transmembrane resistance, and the cell 1s usually killed. In the
case of skin, for the larger pulses, and for longer pulses, R ;.
can remain at values much smaller than the nitial, prepulse
values. This lack of recovery 1s often viewed as evidence of
damage to electroporated cells, often fatal damage, in the case
of the SC lack of recovery 1s often assumed to be undesirable,
eventhough the SC 1s a dead tissue. Further, a lack of recovery
means that the adjacent, viable epidermis 1s exposed through
the persistent pathways to the external environment, 1.e. some
ol the protective feature of the skin has been lost. Thus,
against the background of artificial planar bilayer membrane
clectroporation and cell membrane electroporation, the use of
large and/or long pulses that cause skin electroporation but
with slight or essentially no recovery of R .. 1s viewed as
undesirable.

For a controlled sonophoresis system, ultrasound at a fre-
quency such as 55 kHz 1s applied to the patients’ skin for 5 to
30 seconds using a suitable device such as the Sontra Sono-
Prep® ultrasonic skin permeation device. The ultrasound 1s
applied until the conductivity feedback threshold 1s attained.

MicroNeedles

The defibrillator may also use microneedles since very
little (11 any) pain, local damage, bleeding, or risk of infection
1s caused by microneedles. The research has demonstrated
that microprobes with cross-sections on the order of tens of
micrometers can penetrate living tissue without causing sig-
nificant trauma. The term “trauma” 1s defined herein as “pain
associated with the application of the article of manufacture
to the surface of skin, bleeding, bruising, swelling, damage to
skin areas, and the like.”

As shown 1n FIG. 3, a microneedle structure 300 may
include a substrate 302 having an exterior surface. The
microneedle structure 300 may include a plurality of micron-
cedles 303 attached to the substrate 302 and projecting out-
wardly a distance, d, from the exterior side of the substrate.
For example, each microneedle may have a length (equal to d)
that ranges from 50 microns to 300 microns and may also
have an outer diameter range of 10 microns to 250 microns.
Each microneedle 303 includes a proximate end 303a, a distal
end 30356 and an outer surface 303¢. In a defibrillator, the
microneedle structure may also have a lower substrate 304
that 1s gel-like for ECG sensing and to ensure the maximum
surface area contact. In the defibrillator, the two paddles
202a, 2025 have the microneedles 303 as well as well known
ECG sensing circuit 306 and a defibrillator shock circuit 308
from the capacitor.

The system includes an active electrode assembly, a
counter electrode assembly, both of which incorporate a mul-
titude of functionalized microneedles. The conductive
microneedle arrays are added to the patient facing surface of
the electrode pads and are in electrical contact with the
device’s capacitor, battery and control electronics. The
microneedles effectively increase the surface area of the
modified electrode pads. The electrode pads now have a 3
dimensional surface area that 1s significantly larger than the
purely two dimensional surface that they previously had. This
decreases the current density in the patient’s skin and flesh
and reduces the likelihood of any tissue damage from the high
voltage and current 1n the defibrillation pulse. This increase in
surface area can be further influenced through the use of
microneedles with an increased tip area geometry, such as the
ZP-Titanium microneedle arrays available from Zosano
Pharma. This increases the surface area of the electrode that 1s
directly 1n contact with the conductive tissues of the deeper
epidermis.
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The microneedles may or may not be integrally formed
from the substrate although they are shown integrally formed
with the substrate 1n FIG. 3. The microneedles may take a
variety ol shapes and forms. For example, the distal end of the
microneedle may be sharp or dull, and may take a beveled,
parabolic, flat-tipped, sharp-tip, blunt-tipped, radius-tipped,
chusel-like, tapered and/or tapered-cone-like form. Further-
more, the outer shape ol the microneedles, including the outer
surface may take any form including a right cylinder, and
oblique cylinder, a circular cylinder, a polygonal cylinder, or
any other tapered, regular or irregular shape. Preferably, the
microneedles are provided as a multi-dimensional array, in
contrast to a device with a single microneedle or a single row
of microneedles. The microneedle device can be adapted to be
a single-use disposable device, or can be adapted to be fully or
partially reusable. The array of microneedles can include a
mixture ol microneedle orientations, heights, or other param-
cters. Examples of different microneedles are shown in FIGS.
5-13. FIG. 5 shows an array of microneedles cut from a
conductive sheet 1n which each microneedle has the same
shape whereas FIG. 6 shows an array of microneedles cut
from a conductive sheet 1n which each microneedle has a
slightly different shape. In this embodiment, the larger sur-
face area of the conductive microneedle that penetrates the
skin then the larger the effective surface area of the electrode
1s which allows the effective patient impedance to be reduced
and hence reduces the total amount of energy that needs to be
delivered, or else the physical size of the electrode can be
reduced. FIGS. 7-13 illustrate different examples of solid
microneedles (since the microneedles can be solid or hollow),
such as a cylindrical solid microneedle 1n FIG. 7, a pyramidal
solid microneedle 1 FIG. 8, a solid pyramidal microneedle
with an extended portion to increase the surface area in FIG.
9 and an array 1 FIG. 10, a solid prism shaped microneedle
array 1n FIG. 11, a solid curved blade microneedle array 1n
FIG. 12 and a C-channel shaped microneedle array 1in FIG.
13.

The microneedles are made by known microfabrication
processes by creating small mechanical structures 1n silicon,
metal, polymer, and other materials. These microfabrication
processes are based on well-established methods used to
make integrated circuits, electronic packages and other
microelectronic devices, augmented by additional methods
used 1n the field of micromachining. The microneedle devices
can have dimensions as small as a few nanometers and can be
mass-produced at low per-unit costs. Microfabrication pro-
cesses that may be used in making the microneedles disclosed
herein include lithography; etching techmques, such as wet
chemical, dry, and photoresist removal; thermal oxidation of
silicon; electroplating and electrode-less plating; diffusion
processes, such as boron, phosphorus, arsenic, and antimony
diffusion; 10on implantation; film deposition, such as evapora-
tion (filament, electron beam, flash, and shadowing and step
coverage), sputtering, chemical vapor deposition (CVD), epi-
taxy (vapor phase, liquid phase, and molecular beam), elec-
troplating, screen printing, lamination, stereolithography,
laser machining, and laser ablation (including projection
ablation).

The conductive microneedles (since they need to be able to
conduct current) are made from the following range of con-
ductive materials that includes, but 1s not limited to: metals,
ceramics, semiconductors, organics, polymers, and compos-
ites. The preferred materials include pharmaceutical grade
stainless steel, gold, titanium, nickel, iron, gold, platinum, tin,
chromium, copper, alloys of these or other metals, silicon,
silicon dioxide, capacitive carbon, graphite and polymers.
Ideally the embodiment uses biocompatible materials such as
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a nickel titanmium alloy, titanium, or stainless steel. One
embodiment includes microneedles made of metal, such as
titantum or stainless steel. Metal microneedles are advanta-
geous because they are durable, semi-flexible, and have the
mechanical strength to endure 1nsertion 1nto the stratum cor-
neum, can be cut from readily available, relatively mexpen-
stve commercial stock via a chemical saw, or any suitable
technique, to the desired dimensions, and ground to the
desired tip geometry.

In addition to the exemplary microneedles described
above, the microneedles can be formed with shafts that have
a circular cross-section in the perpendicular, or the cross-
section can be non-circular. For example, the cross-section of
the microneedle can be polygonal (e.g. star-shaped, square,
triangular, circular), oblong, or another symmetrical or asym-
metrical shape or even faceted structures including prisma-
toids, conicals, polyhedrons, pyramids, prisms, wedges and
the like. The shaft can have one or more bores. The cross-
sectional dimensions typically are between about 10 nm and
1 mm, preferably between 1 micron and 200 microns, and
more preferably between 10 and 100 um. The outer diameter
1s typically between about 10 microns and about 100 microns.

For circular solid microneedles, a useful outer diameter
range 1s from 10-100 microns, and more preferably in the
range of 20-350 microns. For circular microneedles that do not
have sharp edges, a useful length for use 1s 1n the range of
50-1200 microns, and more preferably 1n the range of 100-
400 microns. For circular microneedles having sharp side
edges, a usetul length for use 1s 1 the range of 50-1200
microns, and more preferably in the range of 80-400 microns.

For solid microneedles having a star-shaped profile with
sharp edges for its star-shaped blades, a useful length for use
1s 1n the range o1 50-1200 microns, and more preferably 1n the
range of 80-400 microns; while the radius of each ol 1ts blades
1s 1n the range of 10-50 microns, and more preferably 1n the
range of 10-135 microns.

Other preferred embodiments 1include methods of maxi-
mizing the surface area of the microneedles that are embed-
ded into the skin, such as surface protrusions from the flat
sides of a pyramidal shaped microneedle.

The microneedles, such as those shown 1n FIGS. 5-6, may
be pressed or etched out of a sheet of material and then
deformed into microprotusions that are at a 90 degree angle
from the plane of the sheet. Examples of these microneedles
are the ones manufactured by Zosano Pharma and Nano Bio-
Sciences.

In most embodiments, the microneedles can be oriented
perpendicular or at another angle to the substrate. Preferably,
the microneedles are oriented perpendicular to the substrate
so that a larger density of microneedles per unit area of
substrate 1s provided. However, an array of microneedles can
include a mixture of microneedle orientations, heights, or
other parameters.

The microneedle arrays may also have a particular needle
density (a number of needle within a particular area.) For
example, a useful range of separation distances between
microneedles 1s in the range of 100-1400 microns, and more
preferably 1n the range of 100-400 microns. The outer diam-
cter and microneedle length 1s also very important, and 1n
combination with the separation distance will be crucial as to
whether or not the microneedles will actually penetrate the
stratum corneum of skin. In one embodiment, the micron-
cedle array has a microneedle density of at least approxi-
mately 10 microneedles/cm?®, more preferably, in the range of
at least approximately 200-2000 microneedles/cm.,.
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Maximizing Skin Contact

The microneedle arrays may be used 1n conjunction with a
conductive hydrogel to ensure maximized surface area of
contact. Various electrically conductive hydrogels have been
known and used 1n the medical field to provide an electrical
interface to the skin of a subject or within a device to couple
clectrical stimulus 1nto the subject. Hydrogels hydrate the
skin, thus protecting against burning due to electrical stimu-
lation through the hydrogel, while swelling the skin and
allowing more efficient transier of electrical current or signal.

Examples of hydrogels are disclosed in U.S. Pat. Nos.
6,803,420; 6,576,712; 6,908,681; 6,596,401; 6,329,488;
6,197,324, 5,290,385; 6,797,276, 35,800,685; 5,660,178;
5,573,668; 5,536,768; 5,489,624; 5,362,420, 5,338,490, and
5,240,995 herein mcorporated 1n their entirety by reference.
Further examples of such hydrogels are disclosed in U.S.
Patent applications 2004/166147; 2004/105834; and 2004/
247655, herein incorporated 1n their entirety by reference.
Product brand names of various hydrogels and hydrogel
sheets include Corplex™ by Corium, Tegagel™ by 3M, Pura-
Matrix™ by BD, Vigilon™ by Bard, Clearsite™ by Conmed
Corporation, FlexiGel™ by Smith & Nephew, Derma-Gel™
by Medline, Nu-Gel™ by Johnson & Johnson, and Curagel™
by Kendall, or acrylhydrogel films available from Sun Con-
tact Lens Co., Ltd.

In one embodiment of the device, the substrate, as well as
other components, are formed from flexible matenials to
allow the device to fit the contours of the biological barrier,
such as the skin to which the device 1s applied. A flexible
device may facilitate more consistent penetration of some
biological barriers, because penetration can be limited by
deviations in the attachment surface. For example, the surface
of human skin 1s not flat due to dermatoglyphics (1.e. tiny
wrinkles) and hair. However, for some biological barriers, a
rigid substrate may be preferred.

In another embodiment to adapt to the deformability of
skin, the microneedle device includes arrays of microneedles
having spaces between the microneedles or between arrays of
microneedles, wherein the spacing permit areas of the skin to
{111 the spaces 1n order to enhance microneedle contact with
adjacent areas of the skin. The spacing 1s designed to adapt to
the skin’s radius of curvature to overcome the penetration
problem.

In a preferred embodiment, the microneedle device
includes an adhesive material to secure the microneedle
device to the skin, temporarily immobilizing the micron-
cedles while mserted into the skin to deliver the current. The
adhesive agent typically 1s applied to the substrate (in
between the microneedles at their base) or to an attachment
collar or tabs adjacent the microneedles.

The defibrillator may have an impedance sensor having an
clectrode positioned to measure the impedance of a portion of
the target area between the needle and the electrode, the
impedance being indicative of the depth of penetration of the
needle 1nto the target area. The impedance sensor which
measures the impedance of a portion of the target area
between two of the at least two needles when the two needles
have penetrated into the target area, the impedance being
indicative of the depth of penetration of the needles 1nto the
target area. In some embodiments, the measured impedance
alter the needle penetrates the skin 1s an order of magnitude
less than the measured impedance belfore the needle pen-
etrates the skin, and, in particular embodiments, the imped-
ance drops by over three orders of magnitude when the needle
has penetrated to the proper depth.

As stratum corneum depth varies, the applicator uses the
impedance sensor to determine when the stratum corneum
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has been transverse. The impedance sensor measures imped-
ance of electric current flow between two of the microneedles.
Impedance 1s high in the stratum corneum, and drops dramati-
cally in the portion of the dermis just below the stratum
corneum. The sensor reads the change 1n impedance as the
microneedles penetrate into the skin, and movement 1s
stopped when the impedance drops by an order of magnitude.
Additionally or alternatively, there can be a hard mechanical
stop, for example, the top of the ports, that prevents the
microneedles from penetrating too deeply. The impedance
sensors are well known 1n the art.

The device packaging of the defibrillator should prevent
contamination and damage to the microneedles during manu-
facturing, packaging, storage, shipment and sale before use. It
1s particularly important that the microneedle device 1s pro-
vided with a removable protective cover or cushion that pro-
tects the microneedles from damage. In one embodiment, an
adhesive maternial or gel film used to selectively secure the
cover over the microneedles may be used. In an alternate
embodiment, the film 1s antiseptic, and following removal can
serve as a wipe or adhesive strip to prepare the skin surface
betore msertion of the microneedles.

FIG. 14 1llustrates an example of a defibrillator electrode
pad/paddle 202a, 2025 with the patient-facing surface cov-
ered by a microneedle array wherein FIG. 15 illustrates an
example of a defibrillator electrode pad/paddle with an outer
circumierence of its patient-facing surface covered by a
microneedle array and the center without microneedles where
clectroconductive gel 1s used to sense the ECG signals from
the patient. FIG. 16 1llustrates an example of a defibrillator
clectrode pad/paddle with a majority of the patient-facing
surface covered by a microneedle array and the central chan-
nels without microneedles where electroconductive gel 1s
used to sense the ECG signals from the patient and FI1G. 17
illustrates an example of a defibrillator electrode pad/paddle
with the patient-facing surface covered by a microneedle
array and regions without microneedles where electrocon-
ductive gel 1s used to sense the ECG signals from the patient.

While the foregoing has been with reference to a particular
embodiment of the invention, 1t will be appreciated by those
skilled 1n the art that changes 1n this embodiment may be
made without departing from the principles and spirit of the
disclosure, the scope of which 1s defined by the appended
claims.

The mvention claimed 1s:

1. A defibrillator, comprising:

at least two pads for delivering a shock to a patient;

cach pad having a microneedle array with two or more rows
of conductive microneedles;

a device for generating a therapeutic current to deliver the
shock to the patient through the two pads; and

wherein the microneedle array of the two paddles applies a
voltage and causes electroporation of a skin surface of

the patient and delivers the shock to the patient through
the skin surface.
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2. The defibrillator of claim 1, wherein each microneedle in
the microneedle array has the same shape or a different shape.

3. The defibrillator of claim 1, wherein each microneedle in
the microneedle array has one of a cylindrical shape, a pyra-
midal shape, a prism shape, a curved blade shape, a conical
shape and a C-channel shape.

4. The defibrillator of claim 3, wherein each microneedle 1s
further modified to increase the effective surface area of the
microneedle that penetrates into the skin of the patient.

5. The defibrillator of claim 1, wherein the pads use con-
ductive hydrogel to deliver the therapeutic current using the
microneedles.

6. The defibrillator of claim 1, wherein one or more of the
microneedles are hollow.

7. The defibrillator of claim 1, wherein each microneedle 1s
constructed from one of a pharmaceutical grade stainless
steel, gold, titanium, nickel, 1ron, gold, platinum, tin, chro-
mium, copper, alloys, silicon, silicon dioxide, capacitive car-
bon, graphite and polymers.

8. The defibrillator of claim 1, wherein each microneedle 1s
constructed from a biocompatible material.

9. The defibrillator of claim 1 further comprising an imped-
ance sensor that measures a depth of skin surface penetration
of the microneedles.

10. A defibrillator device including one of a pad and a
paddle, comprising:

a body portion;

a microneedle array with two or more rows of conductive

microneedles attached to the body portion;

the device configured to recerve a therapeutic current to

deliver the shock to the patient through the device when
used with a second device:

wherein the microneedle array, when the two devices are

used, applies a voltage and causes electroporation of a
skin surface of the patient and delivers the shock to the
patient through the skin surface.

11. The device of claim 10, wherein each microneedle 1n
the microneedle array has the same shape or a different shape.

12. The device of claim 11, wherein each microneedle 1n
the microneedle array has one of a cylindrical shape, a pyra-
midal shape, a prism shape, a curved blade shape, a conical
shape and a C-channel shape.

13. The device of claim 11, wherein each microneedle is
further modified to increase the effective surface area of the
microneedle that penetrates into the skin of the patient.

14. The device of claim 11, wherein one or more of the
microneedles are hollow.

15. The device of claim 11, wherein each microneedle 1s
constructed from one of a pharmaceutical grade stainless
steel, gold, titanium, nickel, 1ron, gold, platinum, tin, chro-
mium, copper, alloys, silicon, silicon dioxide, capacitive car-
bon, graphite and polymers.

16. The device of claim 11, wherein each microneedle 1s
constructed from a biocompatible material.
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